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Commissioner for Patents 
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Alexandria, VA 22313-1450 

Sir: 

I, Jose Jimeno, hereby declare that: 

1. I am a co-inventor of the subject matter claimed in United States Patent 
Application Serial No. 09/787,461 ("the '461 application"). 

2. I am a citizen of Spain and an employee of Pharma Mar, S.A., the assignee 
of the entire right, title, and interest in the "461 application. 

3. I have been employed by Pharma Mar, S.A. for 13 years, first as Vice 
President of Clinical R&D and since 2002 as Vice President of Scientific Development. 

4. I have read and am familiar with the disclosure of published PCT 
application WO 00/69441, which published on November 23, 2000, from application number 
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PCT/GBOO/01857, filed May 15, 2000, The '461 application is the entry of the national phase in 
the United States of PCT/GB00/01857. 

5. [ have read the February 27, 2007, non-final Office Action issued by the 
U.S. Patent and Trademark Office in the above-identified application, in which the Examiner 
rejected pending claims 12-17 and 24-35 under 35 U.S.C. § 103(a) for "being unpatentable over 
both Taarama et al., Eur. J. Cancer , and Cvitkovic et al., ASCO Meeting held May 17, 1999, 
Abstract published in Clinical Cancer Research and on-line at www. asco.org., in view of 
Goodman & Gilma n" as noted on page 5 of the Office Action, 

6. "Cvitkovic et al., ASCO Meeting held May 17, 1999, Abstract published 
in Clinical Cancer Research and on-line at www.asco.org,," ("the Cvitkovic reference") as cited 
in the Office Action refers to the reference attached following my signature. I believe the ASCO 
Meeting cited for the Cvitkovic reference was held May 15-17, 1999, 

7. The listed co-authors for the Cvitkovic reference are E. Cvitkovic, M. 
Riofrio, F. Goldwasser, S. Delaloge, A. Taamtna, J. Beijnen, J. M. Jimeno, B. Mekranter, C, 
Guzman, E. Brain, and J. L. Misset. 

8. The listed co-inventors for the '461 application are Esteban Cvitkovic, 
George Daniel Demetri, Cecilia Guzman, Jose Jimeno, Luis Lopez Lazaro, Jean Louis Misset, 
Chris Twelves, and Daniel D. Von Hoff, 

9. I am a co-author of the Cvitkovic reference (listed as J. M. Jimeno) as well 
as being a co-inventor of the '461 application. In addition, Esteban Cvitkovic, Cecilia Guzman, 
and Jean Louis Misset are listed as both co-authors of the Cvitkovic reference and co-inventors 
of the '461 application. 
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10. The listed co-authors of the Cvitkovic reference who are not listed as co- 
inventors of the '461 application are M. Riofrio, F. Goldwasser, S. Delaloge, A. Taamma, J. 
Beijnen, B. Mekranter, and E. Brain. 

11. The listed co-authors M. Riofrio, F. Goldwasser, S. Delaloge, A. Taamma, 
B. Mekranter, and E. Brain were medical fellows in a hospital working under the supervision of 
Esteban Cvitkovic and/or Jean Louis Misset. The listed co-author J. Beijnen performed physical 
analysis of samples under the supervision of Luis Lopez Lazaro. 

12. The subject matter of the Cvitkovic reference relied upon by the Office 
Action is as follows; 

Cvitkovic teaches a dosage range of 50-1800 mg/nT to be 
administered as an infusion over 24 hours every 3 weeks. The 
number of cycles taught is 1-8 with 2 being the median number. As 
required by claim 30, Cvitkovic includes such tumor types as 
colorectal, sarcoma, breast, ovary, renal, bladder, gastric, ACUP, 
larynx, melanoma and osteosarcoma. As required by claims 3 1 and 
32, one partial response was seen in a patient with metastatic breast 
cancer refractory to anthracycline and docetaxel, and another 
partial response was observed in a heavily pretreated patient with 
metastatic osteosarcoma. 

(sec Office Action, page 5, line 20 through page 6, line 2). 

13. The listed co-authors of the Cvitkovic reference who are not listed as co- 
inventors of the '461 application (M. Riofrio, F. Goldwasser, S. Delaloge, A. Taamma, J. 
Beijnen, B, Mekranter, and E. Brain) either did not arrive at the dosage range of 50-1800 mg/m 2 
to be administered as an infusion over 24 hours every 3 weeks or were working under the 
direction of one or more of the listed co-authors/co- inventors (Jose Jimeno, Esteban Cvitkovic, 
Cecilia Guzman, and Jeau Louis Misset) in arriving at such subject matter. 
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14. The listed co-authors of the Cvitkovic reference who are not listed as co- 
inventors of the '461 application (M. Riofrio, F. Goldwasser, S. Delaloge, A. Taamma, J. 
Beijnen, B. Mekranter, and E. Brain) either did not arrive at the number of cycles of 1-8 with 2 
being the median number or were working under the direction of one or more of the listed co- 
authors/co-inventors (Jose Jimeno, Esteban Cvitkovic, Cecilia Guzman, and Jean Louis Misset) 
in arriving at such subject matter. 

15. The listed co-authors of the Cvitkovic reference who are not listed as co- 
inventors of the '461 application (M. Riofrio, F. Goldwasser, S. Delaloge, A. Taamma, J. 
Beijnen, B. Mekranter, and E. Brain) either did not arrive at tumor types selected from 
colorectal, sarcoma, breast, ovary, renal, bladder, gastric, ACUP, larynx, melanoma and 
osteosarcoma tumors or were working under the direction of one or more of the listed co- 
authors/co-inventors (Jose Jimeno, Esteban Cvitkovic, Cecilia Guzman, and Jean Louis Misset) 
in arriving at such subject matter. 

16. The listed co-authors of the Cvitkovic reference who are not listed as co- 
inventors of the '461 application (M. Riofrio, F. Goldwasser, S, Delaloge, A. Taamma, J. 
Beijnen, B. Mekranter, and E. Brain) either did not arrive at observing one partial response in a 
patient with metastatic breast cancer refractory to anthracycline and docetaxel and observing 
another partial response in a heavily pretreated patient with metastatic osteosarcoma, or were 
working under the direction of one or more of the listed co-authors/co-inventors (Jose Jimeno, 
Esteban Cvitkovic, Cecilia Guzman, and Jean Louis Misset) in arriving at such subject matter. 

17. In conclusion, the listed co-authors of the Cvitkovic reference who are not 
listed as co-inventors of the '461 application (M. Riofrio, F. Goldwasser, S. Delaloge, A. 
Taamma, J. Beijnen, B. Mekranter, and E. Brain) either did not arrive at the subject matter relied 
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upon in the Office Action or were working under the direction of one or more of the listed co- 
authors/co-inventors (Jose Jimeno, Esteban Cvitkovic, Cecilia Guzman, and Jean Louis Misset) 
in arriving at the subject matter cited in the Office Action. 

18. I declare further that all statements made in this Declaration of my own 
knowledge are true and that all statements made on information and belief are believed to be true 
and further that these statements are made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 
of the United States Code, and that such willful false statements may jeopardize the validity of 
the application or any patent issuing thereon. 



Signed: 
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Final Results of a Phase 1 Study of Ecteinascidin-743 (ET-743} 24 Hour 4hJ Codtinuoirs infusion 
(CI) in Advanced Solid Tumors {AST} Patients (pis) (Meeting abstract). 
Sub-cafegory: i^ciaaLEtamffi^SSX 
Category: QSftical PbarmaorJegy 
Meeting: ASf.iTS A-nrv «M Mgejjnp 



E CviSkeuic, M RtstriQ. F Gaitfxassar. 5 Qelafoge. A T-aarama. J Beaten, JM Jimeno.. 6 Sstekrsote.- , C 
Guzman. E Brain. JL Mssset 

ET-743 is a novel minor gfcsove DMA binding sgertS spraTc to gsjanine-c^fosins risti regions adhtiiy jpi 
murki* tumor rradds and human canter xenagrgns. Bone, niarrcwsnd Ke^Hsic toxicies were dose limling 
in an»-v£&. The resuft* of phase I study wtf< ET-743 C! 24 h given every 3 vxee**. tn AST pb are pc*sartad. 

Between E/S& and 11/8S. 46 pis receded a total erf 14S -eycl&s joy} su&r S cfase Jewels [DL; (5D-1SG0 

mg/m(Superscript 2]), median number of cy/pts - 2 (1-8). Median age 59 (19-- 
75) F/ISfl = 28/2 T, median ECOG PS 1 (1-2). Tumor types: Colorectal (12), 
sarcoma (11), breast (7), ovary (6), renal (3), Madder (2), gastric (2). ACUP (2), 
larynx (1 \ melanoma (1 j, 2 pts had both sarcoma and breast cancer Acute 
nausea/vomsting (grade 2) were seen from the 500 mg/m[Superscript 2] DL 
Emesis was easily controlled. Reversible transaminases etevafcn peaking at 
days 3-7, back to baselne by day 14 occurred at the 4 highest DL and was 
never a Dose Limiting Toxicity (DLT). Trie Maximal Tolerated Dose was 1800 
mg/mfSuporscnpt 2], with neutropenia and thromboperwa being the DLTs. The 
Recommended Dose for phase II studies is 1500 mg/mfStiperscript 2j. The table 
below summarize the severe toxicities (NCI-CTC) by pts and cy observed at line 
4 highest DLs One partial response (PR) was seen in pt with metastatic breast 
cancer refractory to anthracycline and docetaxel. another PR was observed in a 
heavily pretreated pt with metastatic osteosarcoma, wilh several minor and 
biological responses also seen in breast, sarcoma and colon, all in pts receiving 
doses >=12Q0mg/rn[Superserip£2J. Phase II trials with ET-743 are warranted. 
Since treatment is ongoing in 6 pts, final results with all e valuable cy wtl! be 
presented. PK/PD relationships are presented elsewhere. 



Other Abstracts ai this Sub- Category 

1. The Far.ie&yl Protein Transferase {FRTasej inhibitor L-778,122 in Patients with 8«tki Cancers (Jrteefeig 
abstract 

Mestro: 1889 ASCO Annual Ma&iiraa Abstract No: SS7 Fast Auftar CD Sctier, 
Gassgory; Cli- csi FharmastfoaM 

2. A Phase j and Pharmacologic. Study of «ie Farnesyi Protein Transferase JF-PT1 Inhibitor SCH SS33B m 
Patients miti Lcsaily Advarteed or Meiastatic Canoes. {Meeting abstract^. 

Mffptiryy aWA-Tfltenal Mppair^ Abstract Mot 503 Fh^ Mhnr Arljtp. : AIph 

3. Phase f and Pharmacokinetic Studjuif .SCHB6336, a Novel FP?(, Using a 2-WeeS< on, 2-weefe off Schedule. 
IMestmg abstract*. 

liteetif^: ASCC Annual Mssjing .Abstract tfe 5SS Fast Author. Hunwstz Heriier; 
Casegory: Clrraisal Prgarmasctgw 

Abstracts by £ Cvitkovic 

1. Phase J triatof nxairpiatin and par^ita^t combination in advanced ovarian canoer patrehifs pretreated with 
cisplati™ c^Qa^pIafm/ taxanes: pretirninary results 

Merfaw: 200£ ASCO Ainuai Meatinq Abstract Ma: 881 First Author. P VsetTS 

2. ChraooHnslu5ateU (CRSB Bimonthly 413 Hour WS-Huonouracj! (FU}, Fol inic Actri {FA}, Oxaliplafin (OXAJ 
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'FOijFOE CRM' in FU-Refraetory {FUR} Advanced Colorectal Career (ACRCf Patients, (Pts): Phase 11 Siudy . 

Category: GLastroirEggijr?^ Cancer 
3. £ct»io«s«idlr»-?43 JET-743) in Tijcan* fD/Anthraeyclina (A) P retreated AdvartcediMetasfatic Brant Cancer 
(WMBCj Patients (Pts): Preliminary Results with the 24 Hour (H) Contmuous Infusion (Cij QSwe*!* Schedule. 
Meeting: 20C0 ASCQ Annual Maeting Absfraot Noi 582 First Author Laurent Z slefc 

Journal of Cfinfcai Oncotogy Articles by E CvHkovic 

1. Phase II study ecSejnasci>din-743 in advanced pretreafed soft tissue sareoma patients. 
J C5n Creoi, United States 

Vol 22, Mo 5 par 1 . 28G4): pp 880-9 

2. Phase 11 study of oxabplattn, flue* ouracii, and folinic acid in I ocsjly advanced or metastatic gastric cancer 

JCIm Qncri, Urfed States 

Vo) 20. No 23 $Dec 1. 20E2): pp. 4543-8 

3. G*mcitabine combined with oxaJIplatin in advanced pancreatic adenocarcetoiiiB: final results of a GERCOR 
rfluJtisenier phase II study. 

J Cfel Ctnst, Uniieti States 

Voi 20, No 6 (Mar 15. 2002) spp. 1512-8 

4. Phase 1 1 and pharmacokinetic study of rctanascidirWAS. a new marine compound, adntinisterad as a 24- 
hour continuous infuiton in patienti with sofid tumors. 

J Clio Cncol. Un*d Stat** 

Vol 18 No 5 (Mar 1. 2001* pp. 12SO-6C 

5. Ectejnasoidiii-743: a raarint-cJejiveO compound pn advanced, pretreated sarcoma paSents-preJiininary 
evideJsee cf acBvity- 

j CSn Oncol, Lulled States 

VoJ 16. No 5 <Mar 1. 200?): pp. 124d-5S 

6. Phase UH study of escalating doses cf vir»oreib«ne in combination with cxalipiatin in patients with advanced 
mEii-smaLt-cell $im □ cancer. 

J Cin OcoJ, Uni« States 

Vol 18, No 2 (Jan 15. 2001}; pp. 456-63 

7. Lcn^ term dneoae-lree survivors in n^tastaCc brKtifererrt'ated carcinoma of nasopharyngeal type, 
j Clin Cncoi. UNITED STATES 

Vol 18, Ho 6 Iter, 2000). pp. 1324-30. 

8. Factors. prEidicffirm Jorefffieacy aaid safely af dacetaxel tn as onjnpasst&nate-iise tt^ehsrt sf B25 heavily 
pretraated advartced breast carac«r patisnts. 

J Cftn Oneol, UNITED STATES 
13. !*> 3 jjFsb, 2smy. pp. 532-73 

9. Combinati on of nwaiplafin pi in irirtotecart In patients with gas*rointastiiul tumon: res alts of two 
independent phase I studies with otiajmacoluneljcs 

J Can Onool, UNITED STATES 
Vd 17, No a {Jun, op. 1755-S 

10; Pa-thcphystoiag^ and tberapy of irinoteasrwnduesd detayed-emset diarrhea ire patients vMh advanced 
cotereetai cancsr: a prospfieturp assessment. 

j cm oncdt, units; states 

W ia„ Ho 6 t?Aug. 1 956): pp. 2746-51 
More.... 

PubMed Articles by ECvjtSav>c PitbaRjod .."Sit 

1. Phaimac&kineiies. MetaboBsm. and Routes of Excretion of Inf ravenous irrsfutiren hi Patbents wKf) Advarieett 

Drug MetaE DispD5, 

V(fl . No (Brl&EKB): pp. 

PMD" tSSB^DS* pjsMed - n arc »ss] 

2. A phase fi siktdy of an aKaitpiatm/vsrsoreisbf nefS^luortuHacti oombinsfion sis patients with aiShracycirrte- 
pr«itre^d artd toc^e-pietre^ied riietastattc breast csnoer. 

Artjcancer Drt^s. 

17, No S <»-27COQ5t: pp. 1W./-1Q73 
17001 1 SO [Fubfctcd - m pmcsasj 
^. Repression r^t cell cysl^ralj^ect f^o^i^s by oxaJsplatm bt£t. m& ctsplati^ m tiumsafr oalcin carreer ce^ts. 
Mol Carsea - Ther. l^rted Steies 
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Vci 5, Na B (&21ffl0Q6*: pp. 214&^7 
FUSE tSS35047 psib^erf - in pjccess] 
Mora... 
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